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2a)M This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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5) D Claim(s) is/are allowed. 

6) M Claim(s) 38, 42-57, and 60-66 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 
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DETAILED ACTION 

This Office Action is a response to Applicant's Amendment and Remarks filed 
December 14, 2010. 

Claims 38 and 57 have been amended. Claim 67 has been canceled. 

Claims 38, 42-57, and 60-66 are pending in the instant application. 

Claims 38, 42-57, and 60-66 have been examined on the merits. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 



Claim Rejections - 35 USC §103 

In the previous Office Action mailed June 16, 2010, claims 38, 42-57, and 60-67 
were rejected under 35 U.S.C. 103(a) as being unpatentable over WO 95/02069 A1, 
also referred to as "Bennett" (submitted and made of record on Applicant's Information 
Disclosure Statement filed November 20, 2006) in view of Park et al. (Journal of 
Biological Chemistry, 1993 Vol. 268:16:11742-11749, submitted and made of record on 
Applicant's Information Disclosure Statement filed November 20, 2006). This rejection 
is moot against claim 67 in view of Applicant's Amendment filed December 14, 2010 to 
cancel this claim. This rejection is maintained against claims 38, 42-57, and 60-66 for 
the reasons of record set forth in the previous Office Action mailed June 16, 2010. 
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Response to Arguments 

In response to this rejection, Applicants argue that in regard to independent 
claims 38 and 57, Bennett in view of Park fails to disclose or render predictable at least 
the elements of "a topical pharmaceutical composition comprising at least one 
oligonucleotide having between 7 and 25 nucleotides, capable of specifically hybridizing 
with genes or gene products coding for protein kinase C beta-1 (PKC beta-1) and 
modifying expression of only PKC beta-1" as recited in amended claims 38 and 57. 

This argument has been considered, but is not found persuasive because 
contrary to Applicant's assertions, Bennett indeed discloses and renders predictable a 
topical pharmaceutical composition comprising at least one oligonucleotide having 
between 7 and 25 nucleotides, capable of specifically hybridizing with genes or gene 
products coding for protein kinase C beta-1 (PKC beta-1) and modifying expression of 
only PKC beta-1. See Table 3, for example. Also, see claims 70, 72, 85, 89, and 90 
and specifically SEQ ID NOs. 25-29, for example. 

Applicants next argue that while Bennett may suggest oligonucleotides targeting 
PKC beta-1 only, and thus suggests the use of a PKC beta-1 specific oligonucleotide if 
needed, it is important to highlight that Bennett may only provide motivation to use such 
oligonucleotides for the treatment of diseases associated to PKC beta-1 only. 
Applicants contend that the main teaching of Bennett is thus that, for the treatment of a 
particular disease, one of ordinary skill in the art should use oligonucleotides specific for 
one or more PKC isoforms that are known to be associated to this particular disease. 
That is, the teachings of Bennett are that specific oligonucleotides should be used 
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depending on the knowledge concerning which PKC isoform(s) is/are associated to a 
particular disease. 

This argument has been fully considered, but is not found persuasive because 
Bennett teach oligonucleotides targeted to both PKC beta 1 and PKC beta-2 (Table 2); 
oligonucleotides targeted to PKC beta 1 only (Table 3); and oligonucleotides targeted to 
PKC beta 2 only (Table 4). However, Bennett also disclose and claim a method of 
treating a condition associated with expression of PKC comprising administering to a 
mammal a therapeutically effective amount of an oligonucleotide having 5 to 50 
nucleotides units specifically hybridizable with a PKC gene or mRNA. See claim 70. 
Bennett also discloses and claims that the condition associated with the expression of 
PKC is a hyperproliferative disorder being psoriasis. See claims 71 and 72. Bennett 
also discloses and claims that the PKC gene is specifically PKC beta-1 (see claims 85, 
89, and 90 and SEQ ID NOs: 25-29). 

Furthermore, and as noted in the previous Office Action mailed June 16, 2010 at 
pages 7 and 8, it is noted that Bennett do not explicitly teach that the topical 
administration of antisense oligonucleotides targeted PKC beta-1 will result in a method 
of depigmenting or bleaching human skin. However, Applicant is reminded that the 
burden of establishing whether the teachings of Bennett would have the additional 
function of resulting in a depigmenting effect, under generally any assay conditions falls 
to Applicant. See MPEP 21 12.02. 

Applicants next argue that neither Bennett nor Park alone disclose a method of 
depigmenting or bleaching human skin, body hair or hair on a head of a subject using a 
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topical composition capable of modifying expression of only PKC beta 1 as claimed in 
the instant Application. 

This argument has been fully considered, but is not found persuasive because as 
discussed supra, Bennett disclose a method of depigmenting or bleaching human skin 
using a topical composition capable of modifying expression of only PKC beta 1 as 
claimed in the instant Application, absent evidence to the contrary. For example, 
Bennett disclose and claim a method of treating a condition associated with expression 
of PKC comprising administering to a mammal a therapeutically effective amount of an 
oligonucleotide having 5 to 50 nucleotides units specifically hybridizable with a PKC 
gene or mRNA. See claim 70. Bennett also discloses and claims that the condition is a 
hyperproliferative disorder being psoriasis. See claims 71 and 72. Bennett also 
discloses and claims that the PKC gene is specifically PKC beta-1 (see claims 85, 89, 
and 90 and SEQ ID NOs: 25-29). 

As noted in the previous Office Action mailed June 16, 2010 at pages 7 and 8, it 
is noted that Bennett do not explicitly teach that the topical administration of antisense 
oligonucleotides targeted PKC beta-1 will result in a method of depigmenting or 
bleaching human skin. However, Applicant is reminded that the burden of establishing 
whether the teachings of Bennett would have the additional function of resulting in a 
depigmenting effect, under generally any assay conditions falls to Applicant. See 
MPEP 2112.02. 

Furthermore, by using the method steps disclosed by Bennett, it is the 
Examiner's position that a method of depigmenting or bleaching human skin as instantly 
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claimed would be inherent to Bennett, absent evidence to the contrary. See MPEP 
21 12.02. This is primarily due to the fact that the method steps of Bennett are the exact 
method steps of Applicant's claimed invention, being the administration of an 
oligonucleotide specifically hybridizable to PKC beta and modifying expression of only 
PKC beta-1. Therefore, the methods of Bennett will carry out the functionality of 
Applicant's claimed invention, absent some evidence to the contrary. 

Applicants next argue that Park only refers to PKC beta, without indicating which 
isoform of PKC beta has been tested. Applicants contend that this teachings would 
have been interpreted by one of ordinary skill in the art, at the time of invention, as 
involving both PKC beta-1 and PKC-beta-2 in melanogenesis. Applicants also point the 
Examiner to the 37 CRF §1.132 Declaration provided on December 14, 2010 and the 
teachings of Nishizuka. Applicants argue that in view of the teachings of Nishizuka, one 
of ordinary skill in the art would have concluded that PKC beta-1 and beta-2 isoforms 
most probably have about the same functions, and would thus having been incited, 
based on Park, to inhibit both isoforms for depigmentation applications. 

This argument has been fully considered, but is not persuasive. Furthermore, 
Applicant's 37 CRF §1.132 Declaration provided on December 14, 2010 has been 
considered, but has not been persuasive. The main reason why these have not been 
found persuasive is because Bennett teaches a method of treating a condition 
associated with PKC beta expression comprising topically administering an 
oligonucleotide that specifically hybridizes with PKC beta. See claim 70 and page 18, 
lines 6-9. Bennett goes on to teach that the oligonucleotide that specifically hybridizes 
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with PKC beta is specific for PKC beta-1 only. See Table 3 at SEQ ID NOs: 25-29. 

By using the method steps disclosed by Bennett, a method of depigmenting or 
bleaching human skin as instantly claimed would be inherent to Bennett, absent 
evidence to the contrary. See MPEP 2112.02. Thus, the Examiner maintains Her 
position that the method steps of Bennett are the exact method steps of Applicant's 
invention, namely the administration of an oligonucleotide specifically hybridizable to 
PKC beta and modifying expression of only PKC beta-1. Therefore, the methods of 
Bennett will carry out the functionality of Applicant's claimed invention, absent some 
evidence to the contrary. 

Applicants next argue that despite the fact that the prior art globally deterred one 
of ordinary skill in the art to target PKC beta-1 only for depigmentation purposes, the 
inventors of the instant Application found unexpectedly that the specific targeting of 
PKC beta-1 is sufficient to inhibit melanogenesis. Applicants point the Examiner to the 
37 CRF §1.132 Declaration provided on December 14, 2010 and Examples 2 to 4 of the 
instant application. 

This argument has been fully considered, but is not found persuasive because 
while the prior art of Park taught that both PKC beta-1 and PKC-beta-2 are involved in 
melanogenesis, the prior art of Bennett clearly motivated one in the art to inhibit both 
PKC beta-1 and PKC beta-2 (Table 2); PKC beta-1 alone (Table 3); or PKC beta-2 
alone (Table 4). Thus, Bennett provided the motivation to inhibit one PKC isoform over 
another. Therefore, one of skill in the art would have applied the teachings and 
motivation provided by Bennett to arrive at Applicant's claimed invention, absent some 
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evidence to the contrary. Thus, the specific targeting of PCK beta-1 is not unexpected 
since Bennett provided clear and explicit motivation for one of ordinary skill in the art to 
do so. 

Furthermore, the specific targeting of PKC beta-1 to inhibit melanogenesis is not 
unexpected because the single method step involved for such inhibition is taught by 
Bennett and therefore the methods of Bennett will carry out such functionality, absent 
evidence to the contrary. 

In view of the foregoing, when all the evidence is considered, the totality of the 
rebuttal evidence of non-obviousness fails to outweigh the evidence of obviousness 
made of record. Thus, it is maintained that the invention as a whole would have been 
prima facie obvious to one of ordinary skill in the art at the time the invention was filed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Terra C. Gibbs whose telephone number is 571-272-0758. 
The examiner can normally be reached from 9 am - 5 pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Heather Calamita can be reached on 571-272-2876. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN 
USA OR CANADA) or 571-272-1000. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the 
Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic 
Business Center (Patent EBC) for assistance. Representatives are available to answer your questions 
daily from 6 am to midnight (EST). The toll free number is (866) 21 7-91 97. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, the 
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number of pages and the specific nature of the problem. The Patent Electronic Business Center will 
notify applicants of the resolution of the problem within 5-7 business days. Applicants can also check 
PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic Business Center is 
a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables 
applicants to view the scanned images of their own application file folder(s) as well as general patent 
information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-91 99. 



/Terra Cotta Gibbs/ 
March 8, 201 1 

/Sean R McGarry/ 



Primary Examiner, Art Unit 1635 



